Probiotics and prebiotics are a hot topic in pediatric research. Human milk oligosaccharides have been recognized to enhance the development of a bifidogenic microbiome in infants. In this issue, many different clinical conditions are discussed in which probiotics and prebiotics can interfere with the microbiome. This editorial for a special issue of Nutrients contains 17 papers, a mixture of reviews and original research, reflecting the broad and evolving interest and researches in this topic, such as diarrhea, atopic diseases, infantile colic, celiac, necrotizing enterocolitis, constipation. However, in the pediatric age, manipulation of that microbiome still leads to inconclusive results as studies provide often contradictory data. The inconclusive data may be explained by the fact that dysbiosis is likely to be only one of several interfering factors causing these different conditions. In conclusion, the manuscripts in this issue raise a lot of aspects and questions and offer challenges for future research.
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The evolution of knowledge on this topic in recent years has allowed us to conclude that there is currently sufficient enough evidence to conclude that the role of the gastro-intestinal microbiome during the first month of life is crucial for a balanced development of the immune system. The interest in the human microbiome and its interplay with the host has exploded and provided new insights on its role in conferring host protection and regulating host physiology, including the correct development of immunity [1, 2] . Bifidobacterium breve is the dominant species in the gut of breast-fed infants and it has also been isolated from human milk. It has antimicrobial activity against human pathogens, it does not possess transmissible antibiotic resistance traits, it is not cytotoxic and it has immuno-stimulating abilities [3] . Probiotic supplementation during pregnancy and in the neonatal period might reduce some maternal and neonatal adverse outcomes [4] . The current evidence on the efficacy of probiotics for the management of pediatric functional abdominal pain disorders, such as functional constipation, irritable bowel syndrome, functional abdominal pain is rather disappointing as no single strain, the combination of strains or synbiotics can be recommended for the management of these conditions [5] .
Allergic individuals have a different microbiome than non-allergic. The "microbiota hypothesis" ties the increase in allergy rates observed in highly developed countries over the last decades to disturbances in the gut microbiota [6] . Diaz et al showed that infants with non-IgE mediated allergy have a different microbiome compared to healthy infants, while being on an elimination diet [7] . Moreover, the protein source (formula of vegetable origin, casein or whey hydrolysate) result in a different composition of the microbiome [7] . The clinical relevance of these findings needs to be further investigated. Lactobacillus (L.) administration might also be of interest in children with chronic immune disorders, such as asthma [8] . Results of a prospective, double blind, randomized Chinese study with four groups (L. paracasei, L. fermentum, their combination and placebo) showed lower asthma severity and better Childhood Asthma Control Test scores [8] . The group treated with both probiotics improved most, as increased peak expiratory flow rates and decreased IgE levels were shown [8] . Thus, lactobacillus administration, at least the strains tested, can contribute the clinical improvement in children with asthma [8] . A meta-analysis showed that L. rhamnosus GG was ineffective in the reduction of atopic dermatitis [9] .
Infantile colic is a common condition, occurring in about 20 % of all infants, of unknown pathogenesis that causes frustration and anxiousness in families, which then seek effective management [10] . Dysbiosis and chronic inflammation are likely to be part of the pathophysiologic mechanisms of infantile colic [11] . A study from Ukraine showed that a combination of L. rhamnosus 19070-2 and L. reuteri and a small amount of a prebiotic, fructo-oligosaccharide (FOS), resulted in a significant decrease of crying time compared to the natural evolution in the placebo group [12] . These data confirm previous literature, mainly using L. reuteri alone, showing that lactobacilli decrease infantile colic in exclusively breastfed infants [13] . A probiotic mixture was also shown to reduce crying time in exclusively breastfed infants compared to placebo, although no differences between the groups were found regarding anthropometric data, bowel movements, stool consistency or microbiota composition [14] . Unfortunately, data on the outcome of probiotic administration in formula fed infants presenting with infantile colic are still missing. L. reuteri DSM 17938 may be considered for the management of breastfed colic infants, while data on other probiotic strains, probiotic mixtures or synbiotics are limited in infantile colic [5] .
The ESPGHAN working group on probiotics and prebiotics recommended considering the addition of some probiotic strains to oral rehydration therapy in the management of infants with acute gastroenteritis [15] . The additional benefit of L. reuteri DSM 17938 and zinc was evaluated compared to oral rehydration alone in a study, including 51 children with acute gastroenteritis [16] . Although there was a trend that the probiotic and zinc supplemented group did better, the outcome was not statistically significant better [16] . Two other large trials, with L. rhamnosus GG reported also a negative outcome [17, 18] . Bacillus clausii was tested in six randomized controlled trials, including 1298 [19] . Data arising from the pooled analysis showed that Bacillus clausii significantly reduced the duration of diarrhea with a mean difference of -9.12 hours only compared with control. Stool frequency was not significantly different after Bacillus clausii administration compared with the control group [19] . A randomized trial in India with Bacillus clausii compared to placebo reported a statistically significant difference in duration of diarrhea of only six hours, with a difference of one defecation per day at day 4 [20] . These findings question the importance of the selection of patients, and the strain selection of the probiotic. Shortening of the duration of diarrhea might have been shown to be statistically reduced, but may lack clinical significance of benefit [19] .
The use of probiotics among very low-birth-weight infants is constantly increasing, as probiotics are believed to reduce the incidence of severe diseases, such as necrotizing enterocolitis (NEC) and late-onset sepsis and to improve feeding tolerance [21] . According to feeding type, the beneficial effect of probiotics was confirmed only in exclusively human milk-fed preterm infants [22] . Fifty-one randomized controlled trials were included in a review by the ESPGHAN working group on pre-and probiotics, involving 11,231 preterm infants [23] . Most strains or combinations of strains were only studied in one or a few trails [23] . Only 3 of 25 studied probiotic treatment combinations showed a significant reduction in mortality rates [23] . Seven treatments reduced NEC incidence, two reduced late-onset sepsis, and three reduced time until full enteral feeding [23] . Among human milk fed infants, only probiotic mixtures, and not single-strain products, were effective in reducing late onset sepsis [22] . Human milk oligosaccharides (HMO) have a strong prebiotic effect, and stimulate the development of a bifidogenic microbiome in breastfed infants.
HMOs may support immune function development and provide protection against infectious diseases directly through the interaction of the gut epithelial cells or indirectly through the modulation of the gut microbiota, including the stimulation of the bifidobacteria [24, 25] . The limited clinical data suggest that the addition of HMOs to infant formula seems to be safe and well tolerated, inducing a normal growth and suggesting a trend towards health benefits [24] . Gut immaturity in preterm infants leads to difficulties in tolerating enteral feeding and bacterial colonization and high sensitivity to NEC, particularly when breast milk is insufficient [26] . The HMOs diversity and the levels of Lacto-N-difucohexaose I were found to be lower in samples from mothers of infants that developed NEC, as compared to non-NEC cases at all sampling time points [27] . Lacto-N-difucohexaose I is only produced by secretor and Lewis positive mothers. This is significant, but inconsistent with associations between 3'-sialyllactose and 6'-sialyllactose, and culture-proven sepsis; and consists of weak correlations between several HMOs and growth rate [27] . However, the benefit of HMO supplementation in preterm infants is debated [26] . These findings highlight once more that a priority research topic is the understanding why about 20% of the mothers are "non-secretors", since all data suggest that infants of secretor mothers have a better health outcome than there of non-secretors.
Constipation is still a frequent functional gastro-intestinal disorder in infants, occurring in about 10 % [10] . In a Brazilian, randomized, placebo-controlled, double blind trial, fructo-oligosaccharides (FOS) or placebo was given at a dosage of 6, 9 or 12 g daily based on the infants' weight groups of 6.0-8.9 kg, 9.0-11.9 kg or over 12.0 kg, respectively [28] . Therapeutic success occurred in 83.3% of the FOS group infants and in as much as 55.6% of the control group [28] . The placebo effect in this trial was very high, suggesting again that reassurance is the cornerstone of the management of functional disorders in infants. But, compared with the control group, the FOS group exhibited a higher frequency of softer stools and fewer episodes of straining and/or difficulty passing stools [28] . Further, after one month, the Bifidobacterium sp. count was higher in the FOS group [28] .
Celiac disease is a chronic autoimmune enteropathy triggered by dietary gluten exposure in genetically predisposed individuals [2] . Despite ascertaining that gluten is the trigger in celiac disease, evidence has indicated that also intestinal microbiota is somehow involved in the pathogenesis, progression, and clinical presentation of the disease [2] . Patients with celiac disease have an increased abundance of Bacteroides spp. and a decrease in Bifidobacterium spp. [2] . A six-week multispecies probiotic treatment improved the severity of irritable bowel syndrom-type symptoms, in celiac patients on a strict glutenfree diet and was associated with a modification of gut microbiota, characterized by an increase of bifidobacteria [28] . The role of prebiotics in the nutritional management of chronic conditions, such as celiac disease in patients on a glutenfree diet is a different area of interest. Iron deficiency anemia occurs in up to almost half of the patients diagnosed with celiac disease. A randomised trial with an oligofructose enriched inulin administered during three months to celiac patients failed to show a clear benefit of a bifidogenic microbiome on nutritional (ferritin, hemoglobin) and inflammatory (C-reactive protein) parameters, although a decrease in hepcidin was shown [29] . Hepcidin is a key regulator of the entry of iron into the circulation and considered to be an interesting and useful marker.
Different aspects of pro-and prebiotics in pediatrics are presented and discussed in this special issue. The overall conclusion suggests that although there is a physiologic and patho-physiological ground regarding the impact of a balanced microbiome on different health aspects in infants and children, clinical outcomes are often contradictory. Future research and trials must reveal relevant outcomes about which there is a consensus regarding. It should be mandatory to report the specific strains of probiotics. Studies should be done with commercial products. Therefore, further research on the impact of manipulation with probiotic and prebiotic of the gastrointestinal microbiome in pediatrics is still needed.
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